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Amendments to the claims : 

Please amend the claims as indicated below. This listing of claims replaces all earlier 
versions of the claims in the application: 



1. (Currently amended) A method for treating a degenerative joint disease, in a patient in 
need thereof, wherein said degenerative joint disease is selected from the group 
consisting of osteoarthrosis, spondyloses and cartilage atrophy, wherein said method 
comprises compiising administering to the patient a pharmaceutically effective amount 
of a compound of formula I 

A-B-X-E-F-K-(D)-'nC-.G-M-F , -I (I) 

wherein: 

A is hydrogen, 

(Ci-CgJ-alkyl, (CrC 8 )-aIkanoyl, (Ci-C 8 )-alkoxycarbonyl or (Ci-C 8 )- 
alkylsulfonyl, each of which is optionally substituted one, two or three times 
by carboxyl, amino, (Cj-Cj)-alkyl 7 (Ci-GO-alkyl-amino, hydroxy, (C1-C3)- 
alkoxy, halogen, di-(Ci-C4)-alkyl-amino, carbamoyl, sulfamoyl, (C1-C4)- 
alkoxycarbonyl, (Qj-Ci2>aryl or (C6-Ci 3 )-aryl-(Ci-C5)-alkyl 7 or each of which 
is optionally substituted one time by (C3-C8>-cycloalkyl, (C1-C4)- 
alkylsulfonyl, (Ci-C 4 >-alkylsulfinyl, (Ce-Ci^-aryKCi-QJ-aLkylsulfonyl, (C 6 - 
C l2 )-aryl-(Ci-C4)-alkylsulfinyl 7 (C6-Ci2)-aryloxy, (C3-Q)-heteroaryI or (C3- 
CsO-heteroaryloxy, and is further optionally substituted one or two times by 
carboxyl, amino, (Ci-C4)-alkylamino, hydroxy, (Ci-C^-alkoxy, halogen, di- 
(CrC4>alkylamino, carbamoyl, sulfamoyl, (Ci-C 4 )-aIkyloxycarbonyl, (C$- 
Ci2)-aryl or (C$-Ci2)-aiyl-(Ci-C5)-alkyl, wherein the heteroaryl is optionally 
substituted one, two, three or four times by carboxyl, amino, nitro, hydroxy, 
cyano, (C l -C 4 )-alkylamino ! (Q-GO-alkyl, (CrC4)-alkoxy, halogen, di-(Q- 
C 4 )-alkylamino, carbamoyl, sulfamoyl or (Q-QJ-alkoxycarbonyl, 
(C 3 -C 8 )-cycloalkyl, 

carbamoyl, which is optionally substituted on the nitrogen by (Ci-QJ-alkyl or 
(Q-C 12 )-aryl, 
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(C&-Ci 2 )-aryl, (C 6 -Ci 2 )-aroyl, (Crf-C^-arylsulfonyl, (C3-Q>)-heteroaryl or (C 3 - 
C^heteroaroyl, wherein the heteroaryl, aroyl, arylsulfonyl and heteroafoyl are 
each independently optionally substituted one, two, three or four times by 
carboxyl, amino, nxtvo, hydroxy, cyano, (Ci-C 4 )-alkylamiiio, (Q-C 4 )-alkyl, 
(Ci-C4)-aIkoxy, halogen, di-(Ci-C4)-a!kyiamino, carbamoyl, sulfamoyl or (Ci- 
d)-alkoxycarbonyl, 
or 

of formula II, 



(CpCsJ-alkyl, (Ci-Ca)-alkanoyl, (Ci-CsJ-alkoxycarbonyl or 
(C r C B )-alkylsuJbFbnyl y each of which is optionally substituted 
one, two or three tunes by caiboxyl, amino, (Ci-C4>alkyl, (Ci- 
Q)-alkyI-amino, hydroxy, (Ci-Q^-alkoxy, halogen, di-CCi-Q)- 
alkyl-amino, carbamoyl, sulfamoyl, (Ci-C 4 )-alkoxycarbonyl, 
(C6-Ci 2 )-aryl or (Cc-Ci2>aryl-(Ci-C5)-alkyl, or each of which is 
optionally substituted one time by (C3-Cg)-cycloalkyl, (C1-C4)- 
alkylsulfonyl, (Ci<! 4 )-alkyl$iilfmyl, (C 6 -Ci 2 )-aryl-(Ci-C4)- 
alkylsulfonyl, (C 6 -Ci2)-aiyl-(C] -C 4 )-alkylsulfinyl, (Cg-Cu)- 
aryloxy, (C3-C9>heteroaryl or (C3-Co)-heteroaryloxy, and is 
further optionally substituted one or two times by carboxyl, 
amino, (Ci-C 4 )-alkylaniino, hydroxy, (Q-GO-alkoxy, halogen, 
di-(Ci-C4)-alkylamino, carbamoyl, sulfamoyl, (C1-C4)- 
alkyloxycarbonyl, (C6-Ci2>aryl or (C 6 -Ci 2 )-aryl-(Ci-C5)-atkyl, 
wherein the heteroaryl is optionally substituted one, two, three 
or four times by carboxyl, amino, nitro, hydroxy, cyano, (Ci- 
C 4 )-alkylamino, (Q-GO-aJikyl, (Ci-C 4 )-alkoxy, halogen, di-(C,- 
C 4 )-alkylamino, carbamoyl, sulfamoyl or (Ci-G;)- 
alkoxycarbonyl, 



R{1)-N^CH- C— 




wherein 



R(l) is 



hydrogen, 
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(Cs-CsHycloalkyl, 

carbamoyl, which is optionally substituted on the nitrogen by 
(C t -C 6 )-alkyl or (C 6 -Cj 2 )-aryI, 
or 

(C6-Ci 2 )-aryl, (C 6 -C 12 )-aroyl, (C 6 -C 12 )-arylsulfonyl, (QrG))- 
heceroaryl or (Cs-C^heteroaroyl, wherein the heteroaxyl, aroyl, 
arylsulfonyl and heteroaroyl are each independently optionally 
substituted one, two, three or four times by carboxyl, amino, 
nitro, hydroxy, cyano, (Ci-C 4 )-alkylannno, (CrCU)-alkyl, (Ci- 
C 4 )-alkoxy, halogen, di-(Ci<^ 4 )-alkylamino, carbamoyl, 
sulfaraoyl or (Ci-QJ-alkoxycarbonyl, 
R(2) is hydrogen or methyl, 

R(3) is hydrogen or (Ci-C 6 )-aIkyl, wherein the alkyl is optionally 
monosubstituted by amind, substituted amino, hydroxy, 
carbamoyl, guanidino, substituted guanidino, ureido, mercapto, 
methyl-mercapto, phenyl, 4-chlorophenyl, 4-fluorophenyl, 4- 
nitrophenyl, 4-methoxyphenyl, 4-hydroxyphenyl, phthalimido, 
4-imidazolyl, 3-indolyI, 2-thienyl, 3-thienyl, 2-pyridyl, 3- 
pyridyl or cyclohexyl, wherein the substituted amino is -NH- 
A 7 - and the substituted guanidino is-NH-C(NH>NH-A'-, 
wherein A' is 

hydrogen, 

(Ci-C 8 )-alkyl, (d-C 5 )-a1kanoyl, (Ci-C 8 )- 
alkoxycarbonyl or (CrCg)-alkylsulfonyl, each of which 
is optionally substituted one, two or three times by 
carboxyl, amino, (Ci-C 4 )-alkyl, (Ci-C 4 )-alkyl-amino > 
hydroxy, (Q-Cs^alkoxy, halogen, m*-(Ci-C 4 )-alkyl- 
amino, carbamoyl, sulfamoyl, (CrC 4 )-alkoxycarbonyl, 
(C6-Ci2>aryl or (C 6 -Ci2)-aryl-(C]-C 5 )-alkyl, or each of 
which is optionally substituted one time by (C 3 -C$)- 
cycloalkyl, (Ci-C 4 >alkylsulfonyl, (C r C 4 )-alkylsulfinyl, 
(C 6 -Ci2)-aiyl-(C I -C 4 )-alkylsulfonyl > (C 6 -Ci2>aryi-(Ci- 
CO-alkylsulfinyl, (CVCi2)-aryloxy, (C3-C9)-heteroaryl 
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or (C 3 -C 9 )-heteroaryloxy 5 and is further optionally 
substituted one or two times by carboxyl, amino, (Ci- 
C 4 >alkylamino, hydroxy, (Q-CO-alkoxy, halogen, di- 
(CrQ)-alkylamino, carbamoyl, sulfamoyl, (C1-C4)- 
alkyloxycarbonyl, (C6-Ci 2 )-aryl or (C 6 ~Ci 2 )-aryl-(Ci- 
CsJ-alkyl, wherein the heteroaryl is optionally 
substituted one, two, three or four times by carboxyl, 
amino, nitro, hydroxy, cyano, (Ci-C^-alkylamino, (Ci- 
GO-alkyl, (Q-GO-alkoxy, halogen, di-(Ci-C 4 )- 
alkyiamino, carbamoyl, sulfamoyl or (C1-C4)- 
alkoxycarbonyl, 
(C 3 -C8)-cycloalkyl 3 

carbamoyl, which is optionally substituted on the 
nitrogen by (Q-C^-alkyl or (Q-C^-aiyl, 
or 

(Cc-CnVaryl, (C 6 -Ci2)-aroyl, (Cc-CuJ-arylsulfonyl, (C 3 - 
C9)-heteroaryl or (Ca-C^heteroaroyl, wherein the 
heteroaryl, aroyl, arylsulfonyl and heteroaroyl are each 
independently optionally substituted one, two, three or 
four times by carboxyl, amino, nitro, hydroxy, cyano, 
(Ci-Q)-alkylamino 7 (Ci-C 4 )-alkyl, (Cj-CO-alkoxy, 
halogen, di-(Ci-C 4 )-alkylamino, carbamoyl, sulfamoyl 
or (Ci-Q)-alkoxycarbonyl; 
B is Arg, Lys, Orn, 2,4-diaminobntyroyl or I^homo-atginine, 

wherein the amino or the guanidino group of the side chain of Arg, Lys, Orn, 
2,4-diaminobutyroyl or L-homo-arginine is independently optionally 
substituted by 

hydrogen, 

(Ci-CO-alkyl, (C,-C 5 )-alkanoyl, (Ci-Cg)-alkoxycarbonyl otCQ-Cb)- 
alkylsulfonyl, each of which is optionally substituted one, two or three 
times by carboxyl, amino, (Ci-Gt>alkyl, (Ci-Q)-alkyl-amino, 
hydroxy, (Ci-C 3 >alkoxy, halogen, di-(Ci-C 4 )-alkyl-aniino, carbamoyl, 
sulfamoyl, (Ci-C 4 )-alkoxycarbonyI, (C6-Ci2)-aryl or (Q-C !2 )-aryl-(Cr 



PAGE 6/13 * RCVD AT 2/6/2006 3:36:07 PM [Eastern Standard Time] * SVR:USPTO-EFXRF-6/31 ■ DNIS:2738300 ■ CS!D:908 231 2626 ■ DURATION (mm-ss):03-06 



FEB. 6.2006 3:39PM AVENTIS US PAT DEPT NO. 1654 P. 7 

DEAV2003/0008 US NP PATENT 
Serial No. 10/773,772 



Q)-alkyl, or each of which is optionally substituted one time by (C 3 - 
C 8 )-cycloalkyl, (Ci-C 4 >alkylsulfonyl, (Ci-C 4 )-alkylsulfmyl, (Q-Cn)- 
aryl-(C ) -C 4 )^alkylsulfonyl > (C 6 -Oi 2 )-aryl-(Ci.C4)-aUcyl5ulfinyl, (C 6 - 
Ci 2 )-aryloxy, (C 3 -C 9 )-heteroaryl or (Ca-C^-heteroaryloxy, and is 
further optionally substituted one or two times by carboxyl, amino, 
(Ci-GO-al*ylamino 5 hydroxy, (Cf-C 4 )-alkoxy, halogen, di-(Ci-C 4 )- 
alkylainino, carbamoyl, stilfamoyl, (Ci-Gi)-alkyloxycarbonyl, (C 6 - 
Ci 2 )-aryl or (C6-Ci 2 >aiyl-(Q-C5)-alkyl, wherein the heteroarylis 
optionally substituted one, two, three or four times by carboxyl, amino, 
nitro, hydroxy, cyano, (Ci-C 4 )-altylamiiio 7 (Ci-C 4 )-alkyI, (Ci-C 4 )- 
alkoxy, halogen, &-(Ci-C 4 )-alkylamino, carbamoyl, sulfamoyl or (Q- 
C 4 )-alkoxycarbonyl, 
(C 3 -C 8 )-cycloalkyI, 

carbamoyl, which is optionally substituted on the nitrogen by (Q-Cg)- 

alkyl or (C<rCi 2 )-aryl, 

or 

(C 6 -Ci 2 )-aryI, (Q-Ci 2 )-aroyl f (Qs-Ci 2 )-arylsulfonyl ? (C 3 -Cp)-heteroaryl 
or (C 3 -C9)heteroaroyl, wherein the heteroaryl, aroyl, arylstilfonyl and 
heteroaroyl are each independently optionally substituted one, two, 
three or four times by carboxyl, amino, nitro, hydroxy, cyano, (CVQ)- 
alkylamino, (Ci-C 4 )-alkyl s (Ci-C 4 )-alkoxy, halogen, di-(Ci-C4)- 
alkylamino, carbamoyl, sulfamoyl or (Ci-C 4 )-alkoxycarbonyl; 
X is of formula ma or IEtb 

G'-G'-Gly (ma) 

G'-NH^CHWn-CO (HIb) 3 

wherein G' independently of one another is of formula IV 



R(4) R(5) o 

I I II IV 
— N-CH- C- 
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wherein R(4) and R(5) together with theratorns they connect to form a 
heterocyclic mono-, bi- or tricyclic ring having 2 to 15 carbon atoms* and n is 
2 to 8; 

E is phenylalanine optionally substituted by halogen in the 2-, 3-or 4-ring position, 
tyrosine, O-methyltyrosine, 2-thienylaIarrine 5 2-pyridyIalaoine or 
naphthylalanine; 

F is covalentbond, or neutral, acidic or basic ;aliphatic or aromatic amino acid, 

which is optionally substituted in the side chain; 
(D)-TIC is of formula V 



G is G* or a covalent bond; 

F is covalent bond, -NH-(CH 2 )n- wherein n is 2 - 8, or basic amino acid Arg or 
Lys in die L or D form, wherein the guanidino group or amino group of the 
side chain of the Arg or Lys is optionally' substituted by 
hydrogen, 

(Ci-Cg)-alkyl, (Ci-C s )-alkanoyl, (Ci-C 8 )-alkoxycarbonyl or (Ci-Cg)- 
alkylsulfonyl, each of Which is optionally substituted one, two or three 
times by carboxyl, amino, (Q-QD-alkyl, (Ci-C^-aUcyl-ammo, 
hydroxy, (Ci-C 3 )-alkoxy, halogen* di-(Ci-G4)-alkyl-amino, carbamoyl, 
sulfamoyl, (Ci-C 4 )-alkoxycarbonyl, (Q-CnJ-aryl or (Q-Ci 2 )-aryl-(Ci- 
C 5 )-alkyl, or each of which is optionally substituted one time by (C3- 
C s )-cycloalkyl, (Ci-C 4 )-aUcylsutforiyl, (Ci-Q>alkylsulfmyl, (C6-C12)- 
aryl-(Ci-C 4 )-allcylsulfonyl, (C6-Ci2)-aryl-(Ci-C4>a]kylsulfinyl, (Qs- 
CnJ-aryloxy, (C 3 -C9)-heteroaryl or (C 3 -C9)-heteroaryloxy, and is 
further optionally substituted one or two times by carboxyl, amino, 
(Ci-C 4 )-alkylamino, hydroxy, (CVC 4 )-alkoxy, halogen, di-(Ci-Gt)- 
alkylamino, carbamoyl, sulfamoyl, (Ci-C 4 )-alkyloxycarbonyI, (Q- 
Ci 2 )-aryl or (C 6 -Ci2)-aiy^(Ci-C 5 ) j alkyl, wherein the heteroaryl is 



0 




V 
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optionally substituted one, two, three or four times by carboxyl, amino, 
nitro, hydroxy, cyano, (Ci«C 4 )-alkylamino, (Ci-C 4 )-alkyl, (Q-C4)- 
alkoxy, halogen, di^Ci-C^-alkylamino, carbamoyl, sulfamoyl or (Cr 
C 4 )-alkoxycarbonyl, 
(C3-C8)-cycloalkyI, 

carbamoyl, which is optionally substituted on the nitrogen by (C1-Q5)- 

alkyl or (C6-C 12 )-aryl, 

or 

(C 6 -Ci2)-aryl, (Q-C^-aroyl, (Q-Ci 2 )-arylsulfonyl, (C 3 -C 9 )-heteroaryl 
or (C3-C9)heteroaroyl, wherein the heteroaryl, aroyl, arylsulfonyl and 
heteroaroyl are each independency optionally substituted one, two, 
three or four times by carboxyl, afnino, nitro, hydroxy, cyano, (C]-C 4 )~ 
alkylamino, (Ci-C 4 )-alkyl, (Ci-C^alkoxy, halogen, di-(C r C 4 )- 
alkylamino, carbamoyl, sulfamoyl or (Ci-C 4 )-alkoxycarbonyl; 
lis ^OH,-NH 2 orNHC2H 5 ; 

K is covalent bond or -NH-tCHA-CO, wherein x is 1 to 4; and 
M is covalent bon, or neutral, acidic or basic aliphatic or aromatic amino acid, 
which is optionally substituted in the side chain; 
or its physiologically tolerable salts thereof. 



2. (Original) The method according to claim 1, wherein 

B is Aig, Orn or Lys, 

wherein the guanidino group or the aminri group of the side chain is each 
independently optionally substituted by (Ci-Cs>alkanoyl, (Qs-Q^aroyl, (C 3 - 
C9)-hetseroaroyl, (Ci-C 8 )-alkylsuIfonyl or<C6-C 12 )-arylsulfonyl, wherein the 
aroyl, arylsulfonyl and heteroaroyl are each independently optionally 
substituted one, two, three or four times by carboxyl, amino, nitro, hydroxy, 
cyano, (Ci-C 4 )-alkylamino, (C r C 4 )-alkyl, (Ci-C 4 )-alkoxy, halogen, di-(Q- 
C 4 )-alkylamino, carbamoyl, sulfamoyl or (Ci-C 4 )-alkoxycarbonyl; 

E is phenylalanine, 2-cUorophenylalanine, 3-ehloro-phenylalanine, 2- 

fluorophenylalanine, 3-fluorophenyl-alanine, 4-fluorophenylalanine, tyrosine, 
O-methyl-tyrosine or ^-(2-thienyl)alanirie; 

K is covalent bond; and 
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M is covatent bond. 

3- (Original) The method according to claim 1, wherein: 

A is hydrogen, (D)- or (L)-H-Arg, (D)- or (L)-H-Lys or (D)- or (L>H-Om; 
B is Arg, Om or Lys, 

wherein the guanidino group or the amino group of the side chain is optionally 
substituted by hydrogen, (Ci-C 8 )-alkanoyI, (C 6 -C 12 )-aroyl, (C 3 -C^>heteroaroyl, (C t - 
C 8 )-alkylsulfonyl or (Co-Ci2)-arylsulfonyl, wherein the aroyl, arylsulfonyl and 
heteroaroyl are each independently optionally substituted one, two, three or four times 
by methyl, methoxy or halogen; 

X is Pro-Pro-Gly, Hyp-Pro-Gly or Pro-Hyp-Gcly; 

E is Phe or Thia; 

F is Ser, Hser, Lys, Leu, Val, Nle, lie or Thr; 

K is covalent bond 

M is covalent bond 

G is of the formula IV, 



wherein R(4) and R(5) together with the atoms they connect to form pyrrolidine, 
piperidine, tetrahydro-isoquinoline, cis- or ixaiis-decahyd^isoquinoline, cis-endo- 
octahydroindole, cis-exo-octahydro-indole, trans-octahydroindole, cis-endo-, cis-exo-, 
trans-octahydrocyclopentano[b]pyrrole, or hydroxyproline; 

F is Arg; and 

lis OH. 



R(4) R(5) o 



1 1 » 



IV 



— N-CH- O- 
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4. (Original) The method according to claim 1, wherein the compound of the formula I 
is 

H-(D)-Arg-Arg-Pro-Hyp-Gty^ 

H-(D)-Arg-Arg-Pro-Pro-Gly-Thia-Ser-(D)-Tic-Oic-Arg-OH, 

H-(D>Arg-Arg-Pro-Hyp-Gly-Phe-Ser-(D)-Tic-Oic-Axg-OH, 

H-(D)-Arg-Arg-Hyp-Pio-Gly-Phe-Ser-(D)-Tic-Oic-Arg-OHor 
H-CD)-Arg-Arg-Pro-Pro-Gly-Phe-Ser-(D>Tic-Oic-Arg-OH. 

5. (Original) The method according to claim 1, wherein the compound of the formula I 
is D-arginyl-L-arginyl-L-prolyl-^ L-alanyl-L-seryl- 
(3R)-l£,3,4-teirahydro-3-isoqM^^ 
carbonyl-I^arginine. 

6. (Cancelled) 



7. (Original) The method according to claim 1, wherein the administration is carried out 
by subcutaneous, intraarticular, intraperitoneal or intravenous injection or transdermal 
administration. 
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